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corporation and may represent any
number of sponsors. The name of the
permanent-resident agent shall be pro-
vided to: Office of Orphan Products De-
velopment (HF–35), Food and Drug Ad-
ministration, 5600 Fishers Lane, Rock-
ville, MD 20857.

§ 316.23 Timing of requests for orphan-
drug designation; designation of al-
ready approved drugs.

(a) A sponsor may request orphan-
drug designation at any time in the
drug development process prior to the
submission of a marketing application
for the drug product for the orphan in-
dication.

(b) A sponsor may request orphan-
drug designation of an already ap-
proved drug product for an unapproved
use without regard to whether the
prior marketing approval was for an
orphan-drug indication.

§ 316.24 Granting orphan-drug des-
ignation.

(a) FDA will grant the request for or-
phan-drug designation if none of the
reasons described in § 316.25 for requir-
ing or permitting refusal to grant such
a request applies.

(b) When a request for orphan-drug
designation is granted, FDA will notify
the sponsor in writing and will pub-
licize the orphan-drug designation in
accordance with § 316.28.

§ 316.25 Refusal to grant orphan-drug
designation.

(a) FDA will refuse to grant a request
for orphan-drug designation if any of
the following reasons apply:

(1) The drug is not intended for a rare
disease or condition because:

(i) There is insufficient evidence to
support the estimate that the drug is
intended for treatment of a disease or
condition in fewer than 200,000 people
in the United States, or that the drug
is intended for use in prevention or in
diagnosis in fewer than 200,000 people
annually in the United States; or

(ii) Where the drug is intended for
prevention, diagnosis, or treatment of
a disease or condition affecting 200,000
or more people in the United States,
the sponsor has failed to demonstrate
that there is no reasonable expectation
that development and production costs

will be recovered from sales of the drug
for the orphan indication in the United
States. A sponsor’s failure to comply
with § 316.21 shall constitute a failure
to make the demonstration required in
this paragraph.

(2) There is insufficient information
about the drug, or the disease or condi-
tion for which it is intended, to estab-
lish a medically plausible basis for ex-
pecting the drug to be effective in the
prevention, diagnosis, or treatment of
that disease or condition.

(3) A drug that is otherwise the same
drug as one that already has orphan-
drug exclusive approval for the same
rare disease or condition and the spon-
sor has not submitted a medically
plausible hypothesis for the possible
clinical superiority of the subsequent
drug.

(b) FDA may refuse to grant a re-
quest for orphan-drug designation if
the request for designation contains an
untrue statement of material fact or
omits material information.

§ 316.26 Amendment to orphan-drug
designation.

(a) At any time prior to approval of a
marketing application for a designated
orphan drug, the sponsor holding des-
ignation may apply for an amendment
to the indication stated in the orphan-
drug designation if the proposed
change is due to new and unexpected
findings in research on the drugs, infor-
mation arising from FDA recommenda-
tions, or unforeseen developments in
treatment or diagnosis of the disease
or condition.

(b) FDA will grant the amendment if
it finds that the initial designation re-
quest was made in good faith and that
the amendment is intended to conform
the orphan-drug designation indication
to the results of unanticipated research
findings, to unforeseen developments
in the treatment or diagnosis of the
disease or condition, or to changes
based on FDA recommendations, and
that, as of the date of the submission
of the amendment request, the amend-
ment would not result in exceeding the
prevalence or cost recovery thresholds
in § 316.21 (a)(1) or (a)(2) upon which the
drug was originally designated.
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